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5. D Claims — — — ~~ 

6 □ Claims _ — - are sut> i ect t0 r e striction or election requirement. 



are pending in the application. 

are withdrawn from consideration. 

have been cancelled. 

are allowed. 

are rejected. 

are objected to. 



7. )fl This application has been filed with informal drawings under 37 C.F.R. 1.85 which are acceptable for examination purposes. 

8. □ Formal drawings are required in response to this Office action. 

9. □ The corrected or substitute drawings have been received on . 



Under 37 C.F.R. 1.84 these drawings 



i no ^vr i m/iou ui bumsihiuh) • — 

are □ acceptable. □ not acceptable (see explanation or Notice re Patent Drawing, PTO-948). 

has (have) been □ approved by the 



10. □ The proposed additional or substitute sheet(s) of drawings, tiled on 
examiner. □ disapproved by the examiner (see explanation). 



11. D The proposed drawing correction, filed on . 



has been □ approved. □ disapproved (see explanation). 



12. □ Acknowledgment is made of the claim for priority under U.S.C. 119. The certified copy has □ been received □ not been received 

□ been filed in parent application, serial no. . ; «'ed on ■ 

13. □ Since this application appears to be in condition for allowance except for formal matters, prosecution as to the merits is closed in 

accordance with the practice under Ex parte Quayle, 1935 CD. 1 1; 453 O.G. 213. 
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15. Claims 2, 16, 43-46, 50 and 58 have been canceled in 
response to Applicants amendment. 

16. Claims 1, 3, 18, 21, 35, 47, 51 and 52 have been amended. 

17. New claim 77 has been added. 

18. Claims 67-76 have been withdrawn as directed to a non- 
elected invention. 

19. Claims 1, 3-15, 17-42, 47-49, 51-57, 59-66 and 77 are 
pending . 

REJECTIONS WHICH STILL REMAIN 

20. The following is a quotation of the first paragraph of 35 

U " S * C The specification shall contain a written description of the 
Invention, and of the manner and process of making and using 
it in such full, clear, concise, and exact terms as to 
enable any person skilled in the art to which it pertains, 
or" with which it is most nearly connected, to make and use 
?L same and shall set forth the best mode contemplated by 
the inventor of carrying out his invention. 

21 The specification is objected to under 35 U.S.C. § 112, 
first paragraph, as failing to provide an adequate written 
description of the invention and failing to adequately teach how 
to Se and/or use the invention, i.e. failing to provide an 
enabling disclosure. 

A) The disclosure has not enabled a person of ordinary 
skill in the art to use these methods in their broadest 

to j"' "-vivo operability of the protein to enable one of 
ordina ry skill in the art to use Applicants invention for use xn 
SSmins! In order to provide proof of utility with regard to 
aS3S5dies and their uses, either clinical in-v^vo or in-yxtgQ 
data combination of these can be used. However he d ata 

must be such as to convince one of ordinary skill in ^%* r * 
?he proposed method is sufficiently established, see Tn re Irons, 
140 F 2d 924 144 USPQ 351 (CCPA 1965), F.X parte grepelka , 231 
USPO 746 (PTO id? Pat. App. & Inter. 1986) and Ex parte Chwanq 
231 USPQ 75T\pTO Bd! Pat! App. & Inter. 1986). When the method 
"directed to humans, as thS claims read in broadest scope do, 
ihe data must generally be clinical, however adequate animal 
data would be acceptable in those instances wherein one of 
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ordinary skill in the art would accept the correlation to human. 
Thus in a recognized animal model for testing purposes. The 
specif £a?ion fails to enable the claimed ^thods of treat ment 
usincr the disclosed antibody for in-vivQ use. Applicants nave 
Sovided no jji-viyo clinical data. Pharmaceutxcal therapies in 
the absence Tn-v ivo data are unpredictable. Waldmann teaches 
tSat elective Hirtp7 using monoclonal antibodies has been 
elusive and describes limitations of murine antibodies in the 
?herapy Sf human diseases due to the pharmacokinetic properties 
of rodent antibodies in human and human anti-mouse antibody 
responses. Waldmann also indicates that hopes f or *ntibody-bas ed 
treatment methods engendered by i n-vitro ^^"g^g^ n 

have not correlated well with in-vivo ^^^^i^Ji^^^liuty 
natients. Therefore it does not appear that the asserted utility 
o? £he ciaimSl method for treating humans would be believable on 
its face to persons of skill in the art in view of the 
contemporary knowledge in the art. See MPEP 608.01(p). 

00 Claims 1 3-10, 13-15, 17-24, 26-32, 35-42, 47-49, 51-57, 
on 11-66 and 77 are rejected under 35 U.S.C. § 112, first paragraph, 
2 lor £he reasons se^lorth in the objection to the specification. 

51 Claims 1 3-10, 13-15, 17-24, 26-32, 35-42, 47-49, 51-57, 
?9l66 and 77 are rejected under 35 U.S.C. § 112, first paragraph, 
25 11 the a dtscLsure r is enabling only for claims limited to 

regulation of T cell responses. See M.P.E.P. §§ 706. 03 (n) ana 
706.03(2) . 

oa The following is a quotation of the appropriate paragraphs 
30 of' 35 U?s!c 1 102 that form the basis for the rejections under 
this section made in this Office action: 

A person shall be entitled to a patent unless — 
Yb) the invention was patented or described in ^ printed 
publication in this or a foreign country or in public use or 
35 on sale in this country, more than one year Pfiorto the 

date of application for patent in the United States. 



and; 



(e) the invention was described in a patent granted on an 
application for patent by another filed in the United States 
40 before the invention thereof by the applicant for Patent, or 

40 on an international application by another who has f filled 

the requirements of paragraphs (1), (2), and (4) of section 
371(c) of this title before the invention thereof by the 
applicant for patent. 

45 25. The following is a quotation of 35 S C § X03 w^ic^ forms 
the basis for all obviousness rejections set forth in this Office 
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obviousness-type double patenting as being ^^l** 1 *^ 

of coDendinq application Serial No. 07/547,980. 
SSSuJh ?he cSSSScSSg claims are not identical, they are not 

the interaction between CD28 and the B7 antigen. 

Thisis a nrwisional obviousness-type double patenting 
rejection because the conflicting claims have not m fact been 
patented . 

29 The obviousness-type double patenting rejection isa 
iudiciKly es?ablished doctrine based upon public policy and is 
primarily intended to prevent prolongation of the Patent term by 
Prohibiting claims in a second patent not ^2?5sfo X^WPA 
fr-om claims in a first patent. In re Vogel , 164 USPQ 619 (CCPA 
1970 ^ A timely filed terminal disclaimer in compliance with 37 
c F R 512b) would overcome an actual or provisional 
Sli^ion on this ground provided the conflicting application or 
patent ?s sSowS lo^e commonly owned with this application. See 
37 C.F.R. § 1.78(d) . 

NEW GROUNDS FOR REJECTION 

30. The following is a quotation of the first paragraph of 35 

U " S ' C The specification shall contain a written description of the 
Invention! and of the manner and process of making and using 
invention a clear , concise, and exact terms as to 

enable" any person skilled in the art to which it pertains 
or" wi?h which it is most nearly connected, to make and use 
?he same and shall set forth the best mode contemplated by 
the inventor of carrying out his invention. 

The specification is objected to under 35 U.S.C. § 112, 
?5";«t oaraaraih as failing to provide an adequate written 
description S the invention and failing to adequately teach how 
to makfanS/or use the invention, i.e. failing to provide an 
enabling disclosure. 

in order t o>co£ly P ^^^ 

or AP ^^ 

sdb^-or^ 

condilions set forth below. "Essential material" is defined as 
?naf wh?ch is necessary to (1) support the clam, or ( 2 > f or 
adequate disclosure of the invention (35 U.S.C. 112). £ssen tiai 
material" may not be incorporated by reference to 1) patents or 
app??cttions published by foreign countries or regional patent 
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offices to (2) non-patent publications, to (3) a U.S. patent or 
application which itself incorporates "essential materxaP by 
reference or to (4) a foreign application. See In re Fouche, 169 
USPQ 429; 439 F.2d 1237 (CCPA 1971). 

Nonessential subject matter may be incorporated by reference 
to (i"°S:5S£ S application publish ed byth e United-st ates or 
foreign countries or regional patent offices (2) prior filed 
commonly owned U.S. applications or (3) ^on-patent P^lica tions, 
for purposes of indicating the background of the invention or 
illustrating the state of the art. 

The referencing application must include (1) an abstract, 
(2) a Srief sSary of the invention, (3) an identification of 
[he ref erenced patent or application, (4) at least one view in 
Se drawing in those applications admitting of a drawing, an d ( 5) 
onl or rnorl claims. Particular attention should be ^^ected to 
speciriS portions of the referenced patent or application. 

The specification attempts to incorporate ess ^ a ^ mat ^ al 
hv reference to a journal article and a patent application, see 
page 2^ ^es 6-12. It is suggested that Applicant incorporate 
this material into the specification. 

32 Claims 19-24, 26-32 and 63-66 are rejected under 35 U-S.C. 
s 112 first paragraph, as the disclosure is enabling only for 
claims Umfted SS^dSs' positive T cells. The claims are broadly 
SrlwSto any T cell this is clearly beyond the scope of the 
enabling disclosure. 

„ riaims 3-8 41. 42 and 47-49 are rejected under 35 U.S.C. 
s il2 rirtt paragraph, as the disclosure is enabling only for 
claims lilllel £*a B7 # fragment or derivative which represents: 

A) An AA sequence containing residues from about 
position 1 to about position 215 of B7, corresponding to the 
extracellular domain of the B7 antigen. 

B) A fusion protein as in (A) above and a second amino 
acid sequence corresponding to the hinge, CH2 and CH3 regions of 
human IG C -gamma -1 . 

34 Claims 9, 10, 56 and 57 are rejected under 35 U.S.C. § 112, 
?irst paragraph, as the disclosure is enabling only for claims 
fimited to immobilized B7 antigen on CHO cells. Applicants have 
no? proviSedTsufficient enabling disclosure for any other 
immobilized B7 source. 

ik claims 13 and 14 are rejected under 35 U.S.C. § 112, first 
paragraphTas the disclosure is enabling only for claims limited 
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to use in vitro with out the addition of a cytokine. Applicants 
disclo sure does not enable the use of the method in Vivo or the 
use of the method in conjunction wxth a cytokine. 

Claim 15 is rejected under 35 U.S.C. § 112, first 
naraaraoh as the disclosure is enabling only for claims limited 
?o ule o?'tnl method in conjunction with ^ti-CD-2 Applicants 
disclosure does not enable the use of the method with anti-CD 3 

T7 Claims 35-40 are rejected under 35 U.S.C. § 112, first 
Paragraph as the disclosure is enabling only for claims l"»-ted 
to Ihe monoclonal antibody 9.3. The disclosure does not enable 
all possible antibodies to CD28. 

•s q claims 47-49, 51-57 and 77 are rejected under 35 U.S.C. 
6 il2 first paragraph, as the disclosure is enabling only for 
claims limited to a CD28 receptor ligand that is B7lg or 
ttonocLna? antibody 9.3. ^specification does not provide an 
enabling disclosure for all possible receptor ligands. 

„ Claims 1. 3-10, 13-15, 17-24, 26-32, 35-42, 47-49, 51-57, 

11-S6 Snd 7? are rejected under 35 U.S.C § 112, first paragraph, 
as the disclosure is enabling only for claims lilted to 
inhibiting the interaction of CD28 positive cell * with B 7 
nft - it i ve cells in vitro . The claims are clearly outside or -cne 
Inab^na discl osure as being responsible for regulating all 
f unc t i ona 1 T cell responses, including production of cytokines, 
note specifically page 25, lines 25-35. 

ao claims 52-57 and 59-62 are rejected under 35 U.S.C. § 112, 
first paragraph! as the disclosure is enabling only for claims 

limited to^mmune system diseases . whl ^,^ e a Sd U cancers 
interaction of B7 with CD28 positive cells and cancers 
specifically responsive to inhibiting the B7/CD28 interaction. 
The disclosure does not enable the claims as being drawn to a 
treatment for all immune system diseases. Nor is the disclosure 
enabled for the treatment of all cancers. 

41. Claim 66 is rejected under 35 U.S.C § 112 f irst paragraph, 
as the disclosure is enabling only for claims limited to 
inhibiting the interaction of B7 with CD28 positive cells. The 
use of thl method as an immunosuppressant in conjunction with 
cyclosporine has not been enabled in the instant specification. 

ao claim 17 is rejected under 35 U.S.C. § 112, first 
paragraph as IL disclosure is enabling only claims limited 

toreactinq CHO cells expressing B7 or fusion proteins with T- 
llllt. SI disclosure does not support the claims of reacting B- 
cells with T-cells. 
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A-i riaims 19-22 and 59-62 are rejected under 35 U.S. C. § 112, 
first paragraph, as the disclosure is enabling only for claims 
limited to a B7 antigen reactive ligand which is either: 

5 A) monoclonal antibody BB-1 or a F(ab)2 fragment of 

said antibody, or . 

B) the CD28lg fusion protein 
The specification does not enable every possible ligand for the 
B7 antigen. 

10 a a claims 18 and 64 are rejected under 35 U.S.C. § 112, first 
iaraqraph as the disclosure is enabling only for claims limited 
to ?he B7ig fusion protein. The specification does not enable 
every possible soluble form of the B7 antigen. 

15 45. Claim 25 is rejected under 35 U.S.C § 112 first paragraph, 
as the disclosure is enabling only for claims limited to 
monoclonal antibody BB-1. The specification does not enable 
every possible antibody to the B7 antigen. 

20 46 Claims 26-32 are rejected under 35 U.S.C. § 112, first 

naraaraoh as the disclosure is enabling only for claims limited 
?o III cS 2 8?g fSSion protein containing . amino . acid residues from 
about position 1 to 134 and a second amino acid sequence 

25 corresponding to the hinge CH2 and CH3 regions of human Ig C 
gamma- 1. 

47 Claims 11, 12 are rejected under 35 U.S.C. § 103 as being 
unpatentable over Freeman et al. (CA) in view of Capon e a 
30 (CB) . Briefly the claims are drawn to a B7 fusion protein with 
30 [he human immunoglobuiin C-gamma-1. Freeman et al. teach the 
rnml(J te secruence of the B7 antigen see figure 3A. Freeman e-c 
a? do no? tSSS a fusion protein of the B7 antigen to the human 
immunogJobulin C-gamma-1. Capon et al. teaches fusing human 
35 immunoglobulin C-gamma-1 to CD4 in order to prolong serum half 
35 t??e Therefore it would have been prima facia obvious to a 

Person of ordinary skill in the art at the time the invention was 
Side So app^y Sheteachings of Capon et al. to those of Freeman 
et al to obtain a fusion of B7 with the human immunoglobulin C- 
40 gamma-1 ?n order to obtain a soluble B7 protein with a long serum 
half life, see entire Capon et al . document. 

48 Claim 25 is rejected under 35 U.S.C. § 103 as being 
unpatentable over Yokochi et al. (CD). Brief ly the claims are 

45 drawn to a monoclonal antibody reactive with the B7 . 

protein. Yokochi et al. teach the BB-1 ma f^° n 7 B : n ^ q h ° blaStS ' 
see abstract. This marker was later called the B a ntigen . 
Yokochi et al. produces a monoclonal antibody to this BB-1 marker 
called monoclonal antibody BB-1 see materials ' facia 

50 Therefore Yokochi et al. renders the claim completely p£ima facia 
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obvious to a person of ordinary skill in the art at the tine the 
invention was made. A person of ordinary skill in the art would 
have been motivated to produce such an antibody to detect 
?ymphob?as?oid cells and cells of Burkitt's lymphoma which 
express the B7 antigen according to Yokochi et al. see title. 

49. Claims 33 and 34 are rejection under 35 U.S.C. § as 
being unpatentable over Aruffo et al. (AV) ^ view £ W«J 0 £ in 

with^e'huma^^ 

ir p df^ 

life Therefore it would have been prima facia obvious to a 
Person of ordinar J skill in the art at the time the invention was 
made ?o apply the teachings of Capon et al. to those of Aruffo et 
a?, to obtain a fusion of CD28 with the human immunoglobulin C- 
gamma-1 in order to obtain a soluble CD28 protein with a long 
serum half life, see entire Capon et al. document. 

RESPONSE TO APPLICANTS ARGUMENTS 

50 The rejection of claims 1-66 under 35 U.S.C. § 101 have been 
uH thdrawn in response to Applicants arguments. 

51. The objection to the specification under 35 U.S.C. § 112, 

r^r-aaraDh as failing to provide an adequate written 
deScrip?Jon of the" invention and failing to adequately teach how 
to Se and/or use the invention, i.e. failing to provide an 
enabling disclosure, «»m stands . Applicants argue that the 
mouse studies shown in Exhibit 1 are sufficient to overcome this 
Rejection. As pointed out in the rejection animal models can 
onlv D e used if they are accepted models for Human therapy of 
which b ?he S mouse doe£ not appear to be . Further enablement must 
be provided at the time the invention was made. Specifically as 
of the filing date of the application. There is nothing in the 
disclosure which supports in vivo use and therefore the rejection 
stands . 

„ claims 1 3-10, 13-15, 17-24, 26-32, 35-42, 47-49, 51-57 and 
5^66 are rej4ctea under 35 U.S.C. § 112, first Paragraph for 
the reasons set forth in the objection to the specification, 
.st.ni stands . 

53 The objection to the specification under 35 U.S.C. § 112, 
57^=+- narSanh as failing to provide an adequate written 
description of the invention and failing to . adequately teach how 
?o make ana/or use the invention, i.e. failing to provide an 
enabling disclosure, is withdrawn with respect to deposit issues 
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due to Applicants depositing the required materials. 

54 The rejection of claims 1, 3-10, 13-15, 17-24, 26-32, 35-42, 
47^49 -51-57 and 59-66 under 35 U.S.C. § 112, first paragraph , as 
the disclosure is enabling only for claims Ixmited ixtsittfl 
regulation of T cell responses. See M.P.E.P. §§ 706.03(n) ana 
7%e 031 2) °H 1 Stands . Applicants refer to their previous 
statements which point out Exhibit 1. Again enablement must be 
pro^SeS It S^tiSe the invention . was made There is nothxng xn 
the disclosure which supports in vivo use and therefore the 
rejection stands. It is suggested that the claims be Ixmxted to 
in vitro use. 

c c The reiection of claims 15 and 21 are rejected under 35 
u!s.C 1 111. second paragraph, has been wJJ^dr^n. in response to 
Applicants amendments. 

The reiection of claims 1, 15, 35-40, 51-52, 55, 56, 59, 60, 
T3' anSelare rejected under 35 U.S.C. § 102(b) as antxcxpated 
by'or? in the alternative, under.35 U.S.C. § 103 as obvious over 
Damle et al. has been withdrawn xn response to Applxcants 
amendments . 

r 7 mv.^ nrovisional reiection of claims 1, 3-15, 17-42, 47-49, 
II: 5 7 19-66 and 77 under 35 U.S.C. § 103 as being obvious over 

58 The provisional rejection of claims 1, 3-15, 17-42, 47-49, 
5^57! 59-eTand 77 under the judicially created doctrxne of 
obviousness-type double patenting as being ^^^/IS leu Still 
claim 1-29 of copending applicatxon Serial No. 07/5 47,980 , ttlll 
stands . Applicants state that the co-pendxng Wlxcationhas 
been abandoned. However thxs xs not the case to date - ™? . 
rejection will be maintained until the co-pendxng applxcatxon xs 

abandoned . 

*o The reiection of claims 1, 15, 35-40, 51-52, 55, 56, 59, 60, 
IV anS 66 under 35 U.S.C. § 103 as being unpatentable over Damle 
et'a? has Mn uittdnim in response to Applicants amendments. 

60. No claims are allowed. 

fii Pacers related to this application may be submitted to Group 
18O by facsimile transmission^ Papers should be faxed to Group 
180 via the PTO Fax Center located in Crystal Mall 1. The faxing 
of such papers must conform with the notice published in he 
Official Gazette, 1096 OG 30 (November 15, 1989). The CM1 Fax 
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Center telephone number is (703) 308-4227. 

62 Anv inquiry concerning this communication or earlier 
communications from the examiner should be directed to Donald E. 
AdaSs iSose telephone number is (703) 308-0570. Any inquiry of 

nature or relating to the status of this application 
Ihou!l bS direc?^ ?o th^Group 180 receptionist whose telephone 
number is (703) 308-0196. 

November 23, 1992 

Donald E. Adams, Ph.DJ-*^ 
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